SUMMARY A double blind trial of opipramol (Insidon) compared with placebo for a group of matched patients suffering from migraine has been carried out. The total number of the migraine attacks in a group of 14 patients on opipramol (as compared with the same patients during a pretreatment period of six weeks) showed a 33%0 reduction in the number of attacks experienced during the first six weeks. During a further consecutive six weeks after this on treatment, attacks were further reduced to 49%0 as compared with the pretreatment period. In the placebo group there was a 20% increase in the number of migraine attacks in the first six week treatment period as compared with the base line six weeks on no drugs. In the second consecutive six weeks migraine attacks were 2% more frequent than in the pretreatment period. These figures indicate that opipramol is a drug with considerable promise and effectiveness in the control of migraine attacks.
20% increase in the number of migraine attacks in the first six week treatment period as compared with the base line six weeks on no drugs. In the second consecutive six weeks migraine attacks were 2% more frequent than in the pretreatment period. These figures indicate that opipramol is a drug with considerable promise and effectiveness in the control of migraine attacks.
Initiation of this trial and the associated study of migraine arose from reports from patients having opipramol (Insidon) for psychiatric conditions that their migraine attacks were abolished while on the drug. The population entering the trial was recruited from the territories of the North East Metropolitan Regional Hospital Board, principally that corresponding to the catchment area of Severalls Hospital, which is the writer's base hospital.
METHODS
To enter the trial those patients referred by family doctors and others who had been circulated had to conform to the definition that they were suffering from 'periodic attacks of headache unilateral, bilateral, or generalized, which have been occurring over two years with intervening periods of good health and are associated with gastrointestinal, visual, or other sensory disturbance. ' Mainly owing to the stringent criteria used, the total entry group of 59 patients was reduced eventually to a total of 27, who successfully and correctly conformed to the criteria of the trial, 14 on opipramol (Insidon) and 13 on placebo. Patients were allocated blindly and at random to either opipramol or placebo, half having opipramol and half matching placebo tablets. The pharmacist's record was the only key to which patients were in each trial group; neither doctor nor patient knew this-the trial was 'double blind';
The two treated groups were matched for age and sex. In the males there were two age groups: (1) In the first interview the patients were given a printed instruction sheet. During the first six week period they were to avoid all drugs for migraine as far as humanely and reasonably practicable. They were given a self-rating chart on which they were to enter every migraine attack. The duration in hours was to be entered on it. Each attack was rated by the patient as mild or severe. Accompaniments such as vomiting, visual upsets, etc., were noted, along with any drugs they did eventually have to take and the effect of the drugs. The Table 2 . It is clear that the number of attacks in the opipramol group declined after the start of treatment, while the number in the placebo group increased. The 13 patients on opipramol had 73 attacks in the pretreatment period and hence had more opportunity to improve than the 12 on placebo, who between them had 50 attacks in the same period.
PERCENTAGE IMPROVEMENT The progress of the two groups is best shown when the starting level of each is taken as 100 and the number of attacks in the B and C periods was expressed proportionately. This has been done in Table 3 , from which it is evident that, while in the opipramol group the total attacks were reduced to 67% of the pretreatment number in the first treatment period and further reduced to 51% in higher than in the pretreatment period. The actual improvement in the opipramol group during period B was therefore 3300 of the possible improvement, and in period C 490: but in the placebo group there was no improvement-but 20% deterioration in B, and 2% in C.
Mild attacks followed much the same course in the group on opipramol-the actual improvement, expressed as percent of possible, being 31% in the B period and 56% in the C period, while the group on placebo showed 20% deterioration in both B and C periods.
Severe attacks also improved 36% on opipramol in B, but showed no further improvement in the C period; the group on placebo deteriorated 20% during B, but showed 10% improvement on the pretreatment number of attacks in period C.
When the one patient in each group who did not complete the second treatment period was added to the data-the results of progress in the B period were unchanged (see lower sections of Tables 2 and 3). MEAN NUMBER OF ATTACKS PER PATIENT Because of the difference in starting levels, and also for the purpose of carrying out tests of the statistical significance of the differences, the figures of Table 2 were related to the number of patients in the groups to provide the index 'mean number of attacks per patient'. The results are shown in Table 4 . Table 4 indicates that, in the pretreatment period, those on opipramol had on the average two more mild attacks per patient than those on placebo, but about half a severe attack less per patient. Combining mild and severe attacks, those on opipramol had in the pretreatment period, on the average, 1-4 attacks per patient more than those on placebo. The difference in the number of mild attacks was on the borderline of statistical significance (at the 500 level) but the differences in severe and total attacks were not greater than would be expected from the play of chance.
Little importance attaches to the mean scores in periods B and C. They are used to calculate the mean improvement per patient in the experience in the pretreatment period. The results are shown in Table 5 . Table 5 shows that the difference between the opipramol and placebo groups as regards the average amount of improvement per patient bordered on statistical significance for both mild and severe attacks in the first treatment periodthe difference being 1-5 for mild and 1-2 per patient for severe attacks. When mild and severe attacks were combined, the difference in amount of improvement in total attacks (2-7 per patient) was significant at the 0-02 level.
In the second treatment period the difference in improvement in mild attacks (2-4 per patient) was significant, but not the difference of 0 9 in severe attacks. Combined, however, the difference in improvement in the total number of attacks (2 9) was statistically significant.
Since, except for severe attacks in period C, the opipramol group improved, while the placebo group deteriorated, positive results of the significance tests were perhaps to be expected.
NUMBERS IMPROVED, NO CHANGE, AND WORSE If
we ignore the amount of improvement and deterioration, and consider only how many patients had fewer, the same, or more attacks in the treatment periods compared with their pretreatment period, Table 6 gives the relevant information. For example: 10 of the 13 on opipramol had fewer attacks (mild and severe) in the first period of treatment, one had the same number, and two had more; whereas of the 12 on placebo, four had fewer, two the same number, and six more. Table 6 shows the number in these categories in the second period, and also discriminates changes in the numbers of mild and severe attacks. With three categories, the numbers were too small for tests of significance of the differences between the distribution of the two treatment groups. All that could be done was to compare the proportions who improved-that is, who had fewer attacks than in the pretreatment period.
It was then found that the proportion of those on opipramol who improved as regards mild attacks in the first treatment period (1 in 1.4) was significantly greater than the proportion of those on placebo who did so (1 in 4). In the second period, the difference (1 in 1-6 against 1 in 3), while still in favour of the opipramol group, did not attain significance level.
Severe attacks showed less difference between the two treatment groups and indeed in the During 1st group.bmj.com on April 15, 2017 -Published by http://jnnp.bmj.com/ Downloaded from second period, very slightly favoured the placebo group. But when mild and severe attacks were combined, a larger proportion on opipramol improved in the first period (1 in 1-3, against 1 in 3)-a statistically significant difference even on these small numbers-but for the second period, the difference failed to attain the critical level.
CONCLUSION
A double blind trial of opipramol (Insidon) compared with placebo for a group of matched patients suffering from migraine has been carried out. The total number of the migraine attacks in a group of 14 patients on opipramol (as compared with the same patients during a pretreatment period of six weeks) showed a 33%0 reduction in the number of attacks experienced during the first six weeks.
During a further consecutive six weeks after this on treatment, attacks were further reduced to 49%0 as compared with the pretreatment period.
In the placebo group there was a 20% increase in the number of migraine attacks in the first six week treatment period as compared with the base line six weeks on no drugs.
In the second consecutive six weeks migraine attacks were 2% higher than in the pretreatment period. These figures indicate that opipramol (Insidon)
is a drug with considerable promise and effectiveness in the control of migraine attacks. The difference in the numbers of attacks was statistically significant even of the relatively small numbers of patients. The difference in improvement was greater as regards mild than severe attacks-particularly in the first period of treatment.
Of those on opipramol 1 in 1-3 showed a reduction in numbers of attacks in the first period, as compared with 1 in 3 of those on placebo. This again was most pronounced as regards mild attacks-for which 1 in 1-4 of those on opipramol as compared with 1 in 4 on placebo, reduced the number of attacks in the first period. In the second period there was less difference between the two treatment groups as regards the proportion of patients who improved.
